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September 12,2003 

Dear Panel Member: 

In preparation of the upcoming Advisory Panel meeting on October 14*‘-15* to discuss PO20056, Inamed Corporation,s ~cGhsui'Sii~~o;i6~~~~~~~~~~~~ ~~~lants;.~~k'is.hro~~bi;;g'~~u ..~it~&is 

3-ring binder of information. -^ 
_._ ‘̂  ,_ ” “* ,__. :!r..‘..‘,.. : 

l Tab 2 - FDA’s “Summary Panel M~n@$jndt$i’“~and “mamed ~iiiGda~‘S~m~ary 
Memorandum)’ 
FDA’s “Summary Panel Memorandum” combines all individual reviews except for the 
prospective clinical review. FDA’s “In@&l Ciini<al %mmryi\/lemorar;d;;m” was left 
as a separate memo based on its length. 

e Tab 3 7 Draft Panel questioris 1 
FDA will present these questions to the,Pa.nel for discussion: ,jjowever, they are subject to 
change prior to the meeting. . - ‘. 

,.,~ .1 ,. ,-, 

* Tab 4 - Comprehensive table of d&/~$G&&k ” ‘l .” 
_._” (( ‘_ / f 

This table outlines all PMA topics/elements provided by Inamed. The bolded items are 
included on the enclosed CD: “Please%tus’know if you would like any” additional 
information sent to you, either via hardcopy or CD. 

If you have any questions or would like any additional information sent to you,,either via L .“. ,/ ,a , . “‘a 
hardcopy or CD, please contact me at 301-594T3090, ext. l39‘or by%‘mail at sxn@cdrh.fda.gov. . _- p .’ 
Sincerely, 

Samie Allen 
Breast Implant Team Leader 
Plastic and Reconstructive Surgery Devices Branch Division of Geneial, R~sioi~~~~., ~~~~~~~~~~~~.~~~~~~~~ ‘“. ‘. 

Office of Device Evaluation 
Center for Devices and” Radiological Health -’ ” :_ 

, , .  (, {, 
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1. Prospective MRI screening for asymptomatic nfpture’~~s’conducted‘in a subset of Core Study 

participants (approximately 34%). Complete_ $U screening data are available for the- 11 -year post- *_ ‘“‘L ‘,a 
operative timepoint for each indicatton and partial 3-year data are availabl-e for the augmentation 
indication at the time of database’closure. continued MlU screening of thus Core Study subset is 
planned for at years 3,5,7, and 9 after implantation. 

Of the 15 implant ruptures that Inamed reports as confirmed at the time, of database closure, the 
majority--9 implants (60%)--were initially detected by‘h&.l screening and were asymptomatic: 

l Core Augmentation, 0 of 3 ruptures 
l Core Reconstruction, 6 of 8 ruptures 
0 Core Revision, 3 of 5 ruptures. 

Additionally, published’literature on’silicone”ge1 impi&‘rupt&e, aithough’not specific to Inamed’s 
implants, indicates that rupture rate increases with implant age and that depending on implant type, 
manufacturer, and age, between 26% (medianimplant age 12 years) and 5%5% (median implant age 
16.4 years) of implants assessed by MRI had MRI evidence of rupture: . 

Please,discuss the adequacy of the information to determine the safety of this product with respect to 
asymptomatic rupture. i 

(Question 6 below is a labeling questions related’to asymptomatic rupture.) 

2. Potential long-term and general health effect issues for these implants include the risk of cancer(s), 
connective tissue disorders (typical and atypical), gel migmtion in&f&&@ ,~fimpiantbn’~bility of ll. ” -. .? 
mammography to detect tumors in implanted breasts; “~~rference-~~t~.~r~~st feeding, -. 
reproductive/teratogenic effects, and the later effects on offspring from women with-implants. To 
address these issues, Inamed utilized historrcal publishedliterature, which is not specific to Inamed’s 
implants, as well as animal studies on their product. Please discuss the adequacy of the literature and 
preclinical testing to determine the safety of thisproduct with respect to long-term and general health 
effects. ,,. :I:,, ,., .- “j *, i, . . . . I .\‘_ . 

3. Considering the safety data reported for the augmentation group: 

‘ 0 local complications reported in Core Study, Adjunct Study, and AR90 Study 

0 asymptomatic/silent rupture information based on approximately 30% of the patients in the 
Core Study with only the’first of 5 ‘prospective serial screenings with complete data . * _ 

0 published historical literature and animal da& to address long te& andgeneial health 
effects. 

.,i,” : 1 
Given these data, and that the augmentation patient generally has breast implant surgery kt a younger 
age which includes childbearing yearscompared to the other indications,“i$there reasonable 
assurance that the device is safe’ for augmentation patients? ,” I‘ / 

-, 

“) / __  .” “. _  _  ., f _  * ,. I * _  I _  .__ ,,_l j” ,“,,, _,a ‘,i .:’ I_ :. -:, , / *: 
“, 

’ 21 CFR 860.7(d)( 1) states that there is a reasonable’assurance that a device is safe when it can be ;\, ,_;,_.f, .rl), ._l_;^xl n.*>* ^., ,c *1! determined &.t && p~olS.%~~~F~-~&.-- f-;j;--g&m use of the device for <iti ytitehded uses; &den 

accompanied by adequate ‘instructions fofb;use &d ~a&$ against u&&use, outweigh any probable 
risks. 

’ 
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” 
Cons ide r i ng  th e  safety d a ta  repor ted  fo r  th e  reconst ruc t ion a n d  revtsron g r o u p s :- ’ ’ 

j ,.< .,: I :: 
l  loca l  compl ica t ions  repor ted  in  C o r e ~ ‘S m d y , A d j u n c t S tkdy ;~and  ~ $ 9 0  S tu d y  ’ ,( 
l  a s y m p to m a ticki lent rup tu re  in fo rmat ion  b a a e d  o n  a p p r o x i m a te ly  3 0 %  o f th e  p a tie n ts in  th e  

C o r e  S tu d y  wi th on ly  th e  & rst o f 5  p rospec t ive  ser ia l  sc reen ings  wi th c o m p l e te  d a ta  

a  pub l i shed  histor ical  l i terature a n d  an ima l  d a ta  to  add ress  l o n g  te r m  a n d  gene ra l  h e a l th  
e ffects. ,. .i 

G iven  th e s e  d a ta , a n d  th a t reconst ruc t ion a n d  rev is ion  p a tie n ts genera l l y  u n d e r g o  breas t  imp lan ta t ion  
a t a n  o lde r  a g e  th a n  a u g m e n ta tio n  p a tie n ts, is th e r e  r e a s o n a b l e  assurance .  th a t the -dev i ce  is sa fe’ fo r  
reconst ruc t ion a n d  rev is ion,  p a tie n ts? ’ ’ ‘_  

T o  eva lua te  dev ice  e ffect iveness,  In a m e d  co l lec ted d a ta  o n  p a tie n t sat isfact ion & d y  h e a l th  5 . 
status/qual i ty  o f l i fe ( e 1 g . S F - 3 6 ; ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~  e tc.). B a s e d  o n  th e s e  d a ta , h a s  
In a m e d  a d e q u a te ly  ~ d e m o n s trated r e a s o n a b l e  assu rance  o fe ffec t iveness’, o f th e  imp lan ts  fo r  e a c h  o f b  l_” . #  .IX ~ ‘z,.~ * .,.j -,ir ~ .) / e _  / ,‘ : 
th e  a u g m e n ta tio n , reconstruct ion,  a n d  rev is ion  m d i c a tio n s ?  j 1  

6 . G iven  th e  in fo rmat ion  in  q u e s tio n  1  ,‘p l ease  add ress  th e  fo l l ow ing  wi th r & & & to  labe l i ng  fo r  th e  
., 

dev ice :  _ ., . ~ _ .,^  

a . P rov ide  you r  r e c o m m e n d a tio n s  fo r  th e  f requency  a n d  m e th o d  o f sc reen ing  fo r  a s y m p to m a tic 
rupture,  g i ven  th a t p rospec t ive  sc reen ing  fo r  a s y m p to m a tic rup tu re  in  n o t current ly‘rout ine ly  
per fo rmed.  : 

b . 
i 

P rov ide  you r  r e c o m m e n d a tio n s  fo r  th e  necess i ty  o f exp lan ta t ion  o f a s y m p to m a tic imp lan t  
ruptures.  2  

_  , j> .“,, , 
7 . In a m e d  p rov ided  a  br ief  descr ip t ion  o f the i r  p o s ~ p p r o v a l  s tudi  p l a n  ‘T h e C o r e  S tu d y  protocol ,“as  

0 , ( ,, 

we l l  as  i n fo rmed  c o n s e n t, current ly  requ i res  year ly  fo l l ow-up  wi th a  phys ic ian.  .In a m e d  is n o w  
p ropos ing  a  c h a n g e  to  th e  s tudy r e q u i r e m e n ts, as,  fo l lows.  M o r e  speci fk’ll~ , In & & d  i s~p ro lpos ing  a  
2 - p h a s e  p o s tapp rova l  study.  P h a s e  I invo lves’c o n tin u e d  ph$s ic ian  eva lua t ion  as  pe r  th e  ‘@ E  pro toco l  -;’ Fi  “‘” “6 4  .-:“-*hl: & & ,.r yt i - --^ _ I ,, o  ,e .. /, .,_  ” -p% ? m ii l . - ra~.4 1 ”1 1 .1  ii 
th r o u g h  a  p a tie n t’s 5 - j&r’fo l lo t i&p tim e p o m t. P h a s e  Ifmvo lves  ma l l -m  surveys  c o m p l e te d  by  th e  ~  _ , ;Jaicrpt.., I+ ,c& A **q.+,, i  *;a ” 
p a tie n t f rom the i r  6  to  f O -ye” fo i lok$  ti& p o i n ts: ’ In  t& p r o p o s e d  P h a s e  II protocol ,  fo r  e x a m p l e , 
h 4 R .I sc reen ing  fo r  a s y m p to m a tic~ r u p tu re  w o u l d  n o t b e  c a p tu r e d . G iven  th is  p roposa l  

a . P lease  c o m m e n t o n  th e  m e th o d  o f d a ta  co l l e&on”( m a & d  & i% yj’k& i% h e  8  to  l& e a r  ” 
tim e p o i n ts. 

b . P lease  desc r ibe  a n y  o the r  speci f ic  e n d p o i n ts wh ich  shou ld  b e  c a p tu r e d  as  par t  o f th e  ’ 
p o s tapp rova l  study.  : :“.’ a  

* 2  1  C F R  8 6 0 .7(e) (  1 )  states th a t th e r e  is a  r e a s o n a b l e  assu rance  th a t a  dev ice  is e ffect ive w h e n  it c a n  b e  .., I / > “I, *,.q  p*  +  “, L * G g  ~ ‘.‘,b ., ~ ~ + ~ l& & & & :w ,*L ,* “rir .& + , (i..“““vl”“il -c) ‘r~-w~* l  i l”.xI A .. _ n  
d e te r m i n e d , b a s e d  u p o n  va l id”s c i e ~ ~ ~ ~ ~ e a ~ ~ ~ ~ ~ ~ ;~ ~ ~ ~ m  a s r g n n !$ a n t por t ion  o f th e  ta r g e t p o p u l a tio n , th e  
u s e  o f th e  dev ice  fo r  its i n tended  uses  a n d ’ cond i t ions  o f u s e , & e n ’ a c c o m n a n i e d  bv  a d e a u a te  d i rec t ions -r*?:*;--- “Is., ‘*,-a 
fo r  u s e  a n d  wa rn i ng  aga ins t  u n s a fe  u s e ,Y$ i i l  p rov ide  c l in ical ly  s igni f icant  results.,  - 1  ’ ’ ..I., .I, 

p a g e  2  



T A B  4  _  C o M P m m N s I w T m K E  ‘a~ExT~wam~m~fi‘“’ 1  _ ( C  ’ ,  ,  * < +  

, I  _  ._’ i: ,’ a:‘ i -  ; i _  

,-  : ,  I  .  .G . .~~  j .4 i _ _  (. ,  , ,  ji iy  

D a ta  w e r e  rev iewed  o r  c ross- re fe renced f rom 3di f f&nt  appl icat icns:  ’ - “ 
,a  , .._  .I;>  ,_ , . 

,. ._  -/ 
P 9  1 0 0 4 4  - Th is  w a s  In a m e d ’S  or ig ina l  P M A , k & h  v&s’ d e n i e d a P p r c v a 1  b a s e d ‘&  

~ ..:i. i j ..~ <  /, :. 
o  ., _ “.*> “/ - as,<.  _  ~-,-.r’_ ,c. ../.**t “; 2  +  i n a d e q u a te ’ “i T  in fo rmat ion  b u t, fo r  wh ich,  a  pub l i c~‘h e a l th  n e e d  fo r  reconst ruc t ion a n d  rev is ion  p a tie n ts w a s  i *,* *“,“.+ ” “,,i.. j‘r,“_  ii i- i+ *“*, Y  ? b  ? .,h*lh..  “G  .& i $ d ~ ~ - ~ ~ -  I, /. /T” 

d e te r m i n e d . T h e ’~ ~ ~ ~ ~ ~ ~ S ~ ~ ~ ~ ;-~ ~ ~ ~ is b e m g  m o n i to r e d  u n d e r  th is lPl \ j lA,  a l lok  fo r  c o n tin u e d  
access  o f In a m e d ’s p r o d u c t to  reconst ruc t ion a n d  rev is ion  p a tie n ts. 

l  M O  1 0 0 4 0  - Th is  w a s  In a m e d ’s m o d u l a r  P M A : A  m o d u l a r  P M A  a l lows  P D A  to  rev iew prec l in ica l  in fo rmat ion  pr ior  to  submiss idn  $ fh h e  ci ln ip;r”s”tg ~ 4 - ~  In i & ;p  ~ ~ ~ ~ ti~ b & .~ ~ i $ & ; ,a  
? j  IL  2 ‘ ,,s*, a , .iir& %  S ti,“~  ,.“; _ / A S ” 4  3 3 %  .e  1  .,b ,; ,“‘*.,;G *,y . ..r .*t 

chemis t ry  m o d u l e  (I& % i le“l o r  ‘&$ l )F  td x ~ ~ i ~ ~ ~ ~ ; i i o d ~ ~ ~ ~ o d y r ~  1 . o r  M 2 ) , m e & a n @  ( M O & & 3  1  “’ ’ 
o r  M 3 ) , a n d  m a n u fac tur ing  m o d u l e ‘( M o d u l e  4 ’or’M 4 ) .’ ““’ I’ 

1 ” : *_  _ ^ . -:. ,,,,- _-.  .’ 

T h e  ta b l e  b e l o w  is a  c o m p r e h e n s i v e  list o f th e  d a ta & & & .& o n  p rov ided  by  In a m e d  ‘Tl ie’ta b l e  inc ludes  -- . th e  p M A  top ic ,e iement . -and”& e  ~ ~ ~ ~ ~ ~ ~ ~ ~ ;;-i~ j-~ ~ ~ ~ ~ ~ ~ p ~ ~ ~ ~ i~ ~ e ~ ~ ~  “T h e  b .I& d  ite m s ”‘;n ’ti;e  2 ”d  
. I,>  ,,_ , r’<  *< _ :i.‘.“- “i. ‘< i .*& .*:‘i,., :. i *,I* )I- c  ,-/,a  

c o l u m n  a re  i nc luded  o n  th e  C D . A g a i n , p l ease  let’us  k n o ti if y o u  v i rou ld  l ike a n y  a d d i tio n a l  m fo r m a ticn 
s e n t to  y o u , e i ther  v ia  h a r d c o p y  o r  C D ... e . “’ 

_ ,_ , 1 ..,x1 1 . ” _ )  (^  (x _ ;- 
j /. 
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